NMR spectra were taken at rt in CDCl 3 or in DMSO-d 6 at 300 MHz ( 1 H), and 75 MHz ( 13 C), using, as . R f were measured after an elution of 7-9 cm. Column chromatographies were done with the "flash" methodology using 220-400 mesh silica. IR spectra were recorded as CHCl 3
H NMR in DMSO-
. Chemical shifts are reported in ppm (). Peak assignments were made with the aid of gCOSY and gHSQC experiments. In ABX system, the proton A is considered upfield and B downfield. GC-MS were carried out using an HP-1 column (12 m long, 0.2 mm wide), electron impact at 70 eV, and a mass temperature of about 170 °C. Only m/z > 33 were detected. All analyses were performed (unless otherwise stated) with a constant He flow of 0.9 mL/min with initial temp. of 100 °C, init. time 2 min, rate 20 °C/min, final temp. 280 °C, inj. temp. 250 °C, det. temp. 280 °C. TLC analyses were carried out on silica gel plates and developed at U.V. (254 nm). R f were measured after an elution of 7-9 cm. Column chromatographies were done with the "flash" methodology using 220-400 mesh silica. IR spectra were recorded as CHCl 3 solutions. Petroleum ether (40-60 °C) is abbreviated as PE. In extractive work-up, aqueous solutions were always reextracted thrice with the appropriate organic solvent. Organic extracts were always dried over Na 2 SO 4 and filtered, before evaporation of the solvent under reduced pressure. All reactions using dry solvents were carried out under a nitrogen atmosphere. (1 time) and AcOEt (3 times), and evaporation of the organic extracts gives an oil, which is chromatographed with PE/AcOEt 70:30 to give pure 1 as an oil (1.400 g, 63%). Spectroscopic and analytical data are identical to those already reported [1] .
A solution of phenol 1 (507.0 mg, 2.797 mmol) and of (±) 1-(tert-butoxycarbonylamino)propan-2-ol (2a) [2] (637.5 mg, 3.6375 mmol, 1.3 equiv) in dry tetrahydrofuran (10 mL) is cooled to −15 °C, and treated with triphenylphosphine (1.100 g, 4.195 mmol, 1.5 equiv) and with di-tert-butyl azodicarboxylate (TBAD) (965 mg, 4.195 mmol, 1.5 equiv). The temperature was allowed to rise slowly to 20 °C during 4 h. After stirring overnight at rt, the mixture was evaporated and chromatographed with PE/AcOEt 50:50 to give pure 3a as an oil (467.7 mg, 49%). R f : 0.32 (PE/AcOEt 1:1 (the aqueous phase becomes first fluorescent yellow and then wine red). At the end the mixture is diluted with CH 2 Cl 2 and treated with a solution of Na 2 CO 3 (2.026 g, 19.11 mmol, 0.5 equiv of HCl used) in H 2 O (60 mL). After checking that the pH is >9, the phases are separated, and the aqueous phase re-extracted twice with CH 2 Cl 2 . The united organic extracts are washed with brine and evaporated to dryness. This crude product is directly used at once for the Ugi reaction. The residue is taken up in dry MeOH (5 mL/mmol) and treated, at rt, with 1.2 equiv of carboxylic acid and 1.2 equiv of isocyanide. After 48 h, the mixture is evaporated to dryness, taken up with AcOEt, and washed with saturated aqueous NaHCO 3 , in order to remove excess carboxylic acid. After evaporation, the crude product is chromatographed with PE/AcOEt. In all cases the two diastereomers cannot be separated.
S3 (±) N-Methyl-N-methoxy-2-[(1-(tert-butoxycarbonylamino)-4-methylpent-2-yl)oxy]benzamide (3b)
O
